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Intra-epithelial and intracellular spread

Cancer cells may invade the epidermis, which is
the only extensive epithelium in the body thick
enough to withstand such invasion without dis-
ruption. Cells may spread for several centi-
metres in the epidermis without destroying it
completely. Paget's disease of the breast (p.
983) is the only common example involving
carcinoma cells (the tumour being derived from
the underlying breast): rarely this occurs in
the epidermis at other sites, and something sim-
ilar is seen in malignant melanoma of the skin
(p. 1082).

Carcinoma invading skeletal muscle may
sometimes be seen under the microscope to be
growing within the sarcolemma of muscle cells:
this rare curiosity is the only known example of
'intracellular' spread (Fig. 12.30).

Fig. 12.30 Intracellular invasion. The long sausages
of tumour cells have grown within and expanded
striped muscle fibres, being still confined by the sar-
colemma: compare with unaffected muscle fibres on
the left, x 60.

Premalignant lesions

These are conveniently considered here, as
most such lesions involve epithelium, and are
precarcinomatous.

A premalignant condition is one which can
be recognised by either clinician or pathologist,
and which indicates that the bearer has a sub-
stantially greater than normal risk of develop-
ing a malignant tumour. The early stages of
premalignant change (which presumably indi-
cate the occurrence of the earlier mutations of a
multistage conversion to malignancy) can often
be recognised histologically. The signs include
nuclear irregularity, increased mitotic activity,
and abnormalities of differentiation, often
combined with inflammatory infiltrates and
stromal changes. The risk of such lesions' be-
coming malignant can be established only in
the light of experience of their behaviour in
each particular site in which they occur. The
following are examples of premalignant lesions.

(a) Some benign tumours. Probably all benign
tumours carry some increased risk of malig-
nancy, but in most it is very little more than
that of the normal tissue, while in others it is
high. There is little obvious logic about the dif-
ferences. The rare polypoid adenomas of the
small intestine seldom become malignant, while
the (much commoner) adenomas of the large
intestine carry a much greater risk of cancer.
Comparable anomalies could be quoted at
other sites.

(b)  Certain chronic diseases. Carcinoma may
develop as a more or less common complica-
tion of some non-neoplastic diseases, such as
cirrhosis of the liver, ulcerative colitis, asbes-
tosis and a variety of skin diseases.

(c)  Carcinoma-in-situ. In the most extreme
degrees of premalignant change in an epithe-
lium, all the cytological changes of malignancy
are seen in its cells, but the altered cells remain
in the intact layer of epithelium and do not
invade the underlying tissues. The name carci-
noma-in-situ is often given to this lesion: it is
not strictly accurate, as no carcinoma is present
until invasion begins, but it is a vivid reminder
of the need for action. Intraduct carcinoma of
the breast (p. 982) is an essentially similar
lesion.

Carcinoma-in-situ of the cervix uteri is par-
ticularly important, for the cervix is accessible
for examination, the lesion is relatively